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j isO, l,or2; 
with the following provisos: 

a) where R2 is C,^ alkyl, Y is other than -NR9R10. 

. • « V, ^ f« tVie a nosition via the carbon atom oF heterocyclic 

b) where h is 0, het iS attached to the a-position vw 

moiety, and 

„hc« K is 0. Q is a«ach.d ,o ,h» .-posWon via ^ carbon «cm of h..or=cyc„c 

jnnoiety; 

and 

wherein when Y is -OH and R, is substituted phenyl, then R. is not C,. alkyl.- 

A marked-up version of amended claim 4 is attached hereto as Attachment A. 

^^^i',MARKS 

Claims 4. 6 and 20-36 are acttv. Claims 1-3. 5 and 7-19 hav. i».n »i«.a,awn from 
e„„side».ion. TKe App.ican. *an. Examiner Liu for .Ke coupons and helpPu. in^rview of 
November 21, 2002. Withdrawal of .he obviousness rejection «as discussed, should no nev, 
prior an be Ibund. The Examiner also agreed «, reconsider the description rejecdon of «>e 
nesaUve ,imi.a.ions in Claim 4. in view of .he description of «,c excluded subject matter by 
the specification, and in view of the case law pertaining to .he use of provisos in cla.m 
language. 

The Applicants note support for tt,= prior amendment of the last four lines of Claim 4 
m the specification at page 4. lines S-1. and page 2, line 24-pase 3. line ,0. Panicular R, 
substituents are described a. page ». lines 4-16. P.mcular substibrents are described at 
page S, line H-page 9. line 20 and page S, line 20-31. Accordingly, the Applicants do not 
believe that any new matter has been added. 

Claims 4 and 20-36 we,, rejected under 35 U.S.C. 112, first paragraph, as lacking 
description for the provisos added to Claim 4. These provisos have basis and fmd support in 
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.he specification ax page 4, lines 8-11 and page 2, line 24-page 3. line 10. Particular R, 
substituents are described at page 8, lines 4-16. Particular R. substituents are described at 
page 8, line 17-page 9, line 20 and page 8, line 20-31. 

More particularly in the identification of preferred groups at page 8, linel? - page 
9, line 31 of the specification only C3 and higher alkyl groups are named (see page 8, lines 
,7-20) hence marking out a clear written description preference for a more limited class 
wherein R. is a C3.U alkyl, i.e.. >vherein R, is not C... alkyl. Funher a clear preference for Y 
to be -OH is stated at page 9, 1ii.e 32. The generic formula of claim 4 is described at page 16, 
lines 1 9-23 (Y=-OH) and examples of such compounds are named at page 1 6, line 25 - page 
17, line 33, and all named compounds are ones wherein R, is a substituted phenyl and in no 
named compound is the R. group a C,.^ alkyl- This provides clear written support for the 
proviso "wherein when Y is and R, is substituted phenyl, then R2 is not C ,.2 alkyl." The 
other two provisos added to claim 4 by amendment have now been deleted as not needed, 
hence to the extent the rejection of the claims were based upon ihese two other provisos this 
amendment moots that basis for rejection. 

The Applicants respectfully submit that if the specification adequately describes the 
larger genus embracing the compounds of Claim 4 and also provides specific description of 
the particular substituents recited in Claim 4's provisos, then such provisos arc adequately 
described. This is consistent with case law. for instance. In rr Johnson and Famham, 194 
USPQ 187 at 196 (CCPA 1977, attached) indicates: 

The notion that one who fully discloses, and teaches those 
skilled in the art how 10 make and use, a genus and numerous 
species therewithin, has somehow failed to disclose, and teach 
those skilled in the art how to make and use, that genus mmus 
two of those species, and has thus failed to satisty the 
requirements of §112, first paragraph, appears to result from a 
hypertechnical application of legalistic prose. . . 
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In the present application, the Applicants have described the broader genus of Claim 4 and 
have also described the particular substituents reciicd by the provisos in Claini 4. Thus, 
consistently with the holding In Uj re Johnson, the Applicants may decide what bounds of 
protection they will seek and may retreat to the li^nited genus described by Claim 4 and its 
provisos. Accordingly, the Applicants respectfully rkqucstthat this rejection be withdrawn. 

The proviso that remains in claim 4, nam'ely, "wherein when Y is -OH and R, is 

i 

substituted phenyl, then R.2 is not C,.2 alkyl" finds wrinen support in the specification. This 
proviso distinguishes Boyle Chem. Abstract 119:240883 and Freskos Chem. Abstract 
129:244921 since each shows the group at The R. site to be a methyl group which the proviso 
excludes. The Griffith Chem. Abstract 108: 150945 is distinguished be the original proviso in 
claim 4 of "a) where is C,^ aikyl, Y is other thin -NR,R,o.^' In the Griffith compound the 
site is occupied by a methyl group and the Y site is NH^ . The a) proviso excludes this 
combination from the claim. 
1 ^TC.mCTION-35 U.S.C. 103 

Claims 6 was rejected under 35 U.S.C. 103(a) as being unpatentable over Bepder et 
aL EP 0780386. Tlie Applicants thank Examiner Liu for withdrawing this ground of rejection 
for independent Claim 4. As discussed in the interview, Bender docs not render the 
compounds of Claim 6 obvious, because this; document does not disclose or suggest 
compounds having a hydroxyl group at the Y position of the present invention. 

The rejection does not point out particular compounds in Bender for comparison to 
the compounds of Claim 6. However, it generally indicates that the compounds of Claim 6 
differ from those of Bender because the substituent at the 2-position of propionic acid is 
hydroxyl (Y in the present invention) and not hydrogen (R' or R' of the Bender compound). 
Substitution of hydrogen in a prior art compourid with hydroxyl does not yield a structural 
isomer or adjacent homolog of the prior art compound, but a structurally different compound. 
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Moreover, there is no suggestion in Bender to substitute hydroxyi for hydrogen, nor any 
reasonable expectation in Bolder that such a moditlcation of the Bender compound would 
provide a compound having the utility of that of the present invention. Accordingly, the 
Applicants respectfully request that this rejection be withdra>vn. 

f ^nT>JCLUSlON 

The Applicants respectfiilly submit that this application is now in condition for 
allowance, in view of the above remarks. Early notification to that effect is earnestly 

solicited. 




DWAYNE L.^^JASSK<Reg. No. i8,y^9. 
CHARLES M. COX, Reg. No. 29,057 



Date: . 

AKIN, GUMP, STRAUSS, HAUER & FELD, L.L-P- 
711 Louisiana, Suite 1900 
Houston, Texas 77002 
Telephone: (713) 220-5800 
Facsimile: (713)236-0822 
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ATTACHMENT A -Marked-up Version 

4 (Twice Amended) A compound formula 8: 



HO 




or a phcirmaceutically acceptable salt thereof, 
wherein 



Ri is 



R2is 



a) Ca.]2 alkyl, 

b) C4-i2alkenyl, 

c) C4-12 alkynyl, 

d) -(CH2)h-C3.R cycloalkyi, 

e) -(CH2)h-aryI, 

f) -(CH2),rhet, 

a) Ci. 12 alkyl, 

b) C2.i2alkenyl, 

c) C2-12 alkynyl, 

d) -(CH2)h-C3.8 cycloalkyi, 

e) -(CH2)h- C3.fi cycloalkenyl, 

f) -(CH2)h-aryl, 

g) -(CH2)h-het, 
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h) -(CH2)h-Q, 

i) -(CH2)i-Q or -(CH2)i-RX4. optionally the -{CHj)*,- chain c;an be substituted 
with one or two C,^ alkyl or phenyl, which in turn can be substituted with one to three 



halo or Ci-* alkyl, or 

1) -(CH2)i,CHR5R6; 

Rsis 

a) H. 

b) Cj^ cycloalkyl, 

c) Ci^ alkyl, or 

d) -(CH2)h-phenyl 

Xis 

a) -O- 

b) -S(=0)j-, 

c) -NR7-, 

d) -S(=0)2>JR8-, or 

e) -C(=0)-; 

R4 is 

a) H, 

b) C,.8 alkyl, 

c) -(CH2)-phenyl, or 

d) -(CH2)h-hel; 

R5 is 

a) C,.d alkyl, or 

b) -C(=0)R3; 

Re is 

a) -C(=0)R3, or 

10 

05V*>99.OO0O HOUSTON 262250"! 



01/15/03 WED 17:27 [TX/RX NO 8539] ©Oil 



01/15/2003 15:30 FAX 7132360822 AKIN GUMP HOU ©012/013 



b) .(CH2)hC{=0)R3; 

R? is 

a) H, 

b) Ci-4 alky I, 

c) -(CH2)h-phcnyl, 

d) -C(=0)-R3, 

e) -S(=0)2R3. or 
t) -C(=0)30R3: 

Rg is 

a) Ci^ alkyl, or 

b) -(CH2)h-phenyl, 

Y is 



a) -OH, 

b) -NRe.Rio, or 

c) fluoro; 

R9 and Rio arc the same of different and are 

a) H, 

b) -C(=0)-R3. 

c) -C(=0)-0R3, or 

d) -C(=0)-NHR3; 

aryl is monocaTbocyclig, or a bicarbocyclic aromatic moiety; 

het is a 5- to 10-membered unsaturated monocyclic or a bicyclic hetrocyclic moiety 
having one to three atoms selected from the group consisting ofoxygen, nitrogen, and sulfur; 

Q is a 5- 10 10-membered saturated monocyclic or bicyclic heterocyclic moiety 
having one to two atoms(s) selected from the group consisting of oxygen, nitrogen, and 
sulfur; 



11 

059999.0WO HOUSTON 2^^2250 ^\ 



01/15/03 WED 17:27 [TX/RX NO 8539] \^012 



01/15/2003 15:30 FAX 7132360822 AKIN GUMP HOU 121013/013 



arvl, het, C,... alkyl. alkyl, alkenyl. alkynyl, -Cs cycloalkyl, 
cycloalkenyl, Q and phenyl are optionally substituted; 

hisO, 1,2, 3, 4, 5, or 6; 
l is 1,2, 3, 4, 5, 6, 7, g, 9 or 10; 
j isO, l,or2; 
with the following provisos: 

a) where R2 is aUcyl, Y is other than -NR9R10, 

b) where h i. 0, het is attached to the a-position via the carbon aton. of heterocyclic 

moiety, and 

„h»e h is 0. Q is anached «. the a-p=si.ipn via ,he carbon a,o. of h«erocyc,ic 

moiety; 

[wherein when Y is -OH and R. is phenyl substituted with fluorine, then R. is not C,. 
2 alkyl,] 

[wherein when Y is NH. and is ^H.-phenyl, then R. is not C,.. alkyl,] and 
wherein when Y is -OH and R, is substituted phenyl, then R2 is not C,.3 alkyl.- 
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